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Decision Summary

The Centers for Medicare and Medicaid Services (CMS) has determined that the evidence is adequate to conclude

that pancreas transplantation alone (PA) is reasonable and necessary for Medicare beneficiaries in the following
limited circumstances:

1.

2. PA will be limited to those facilities that are Medicare-approved for kidney transplantation (Approved
centers can be found at: http://www.cms.hhs.gov/ESRDGenerallnformation/02_Data.asp#TopOfPage;

3. Patients must have a diagnosis of type I diabetes;

(o]

o The patient with diabetes must be beta cell autoantibody positive, or

© The patient must demonstrate insulinopenia defined as a fasting C-peptide level that is less than or
equal to 110% of the lower limit of nhormal of the laboratory's measurement method. Fasting C-
peptide levels will only be considered valid with a concurrently obtained fasting glucose<225
mg/dL;

4, Patients must have a history of medically-uncontrollable labile (brittle) insulin-dependent diabetes mellitus
with documented recurrent, severe, acutely life-threatening metabolic complications that require
hospitalization. Aforementioned complications include frequent hypoglycemia unawareness or recurring
severe ketoacidosis, or recurring severe hypoglycemic attacks;

5. Patients must have been optimally and intensively managed by an endocrinologist for at least 12 months
with the most medically-recognized advanced insulin formulations and delivery systems;

6. Patients must have the emotional and mental capacity to understand the significant risks associated with
surgery and to effectively manage the lifelong need for immunosuppression;

7. Patients must otherwise be a suitable candidate for transplantation.

Back to Top

Decision Memo

TO:

FROM:

Printed

Administrative File: CAG- 00295R
Pancreas Transplants

Steve Phurrough, MD, MPA
Director, Coverage and Analysis Group

Marcel Salive, MD, MPH
Director, Division of Medical and Surgical Services

on 4/12/2012. Page 1 of 33


https://www.cms.gov/medicare-coverage-database/shared/UserControls/#
https://www.cms.gov/medicare-coverage-database/shared/UserControls/#

Susan Harrison, MPP
Lead Analyst, Division of Medical and Surgical Services

Lori Paserchia, MD
Lead Medical Officer, Division of Medical and Surgical Services

Beverly Lofton, MHA
Analyst, Division of Medical and Surgical Services

SUBJECT: Decision Memorandum for Pancreas Transplants
DATE: April 26, 2006

I. Decision

The Centers for Medicare and Medicaid Services (CMS) has determined that the evidence is adequate to conclude
that pancreas transplantation alone (PA) is reasonable and necessary for Medicare beneficiaries in the following
limited circumstances:

2. PA will be limited to those facilities that are Medicare-approved for kidney transplantation (Approved
centers can be found at: http://www.cms.hhs.gov/ESRDGenerallnformation/02_Data.asp#TopOfPage;

3. Patients must have a diagnosis of type I diabetes;
o

o The patient with diabetes must be beta cell autoantibody positive, or

© The patient must demonstrate insulinopenia defined as a fasting C-peptide level that is less than or
equal to 110% of the lower limit of normal of the laboratory's measurement method. Fasting C-
peptide levels will only be considered valid with a concurrently obtained fasting glucose<225
mg/dL;

4, Patients must have a history of medically-uncontrollable labile (brittle) insulin-dependent diabetes mellitus
with documented recurrent, severe, acutely life-threatening metabolic complications that require
hospitalization. Aforementioned complications include frequent hypoglycemia unawareness or recurring
severe ketoacidosis, or recurring severe hypoglycemic attacks;
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5. Patients must have been optimally and intensively managed by an endocrinologist for at least 12 months
with the most medically-recognized advanced insulin formulations and delivery systems;

6. Patients must have the emotional and mental capacity to understand the significant risks associated with
surgery and to effectively manage the lifelong need for immunosuppression;

7. Patients must otherwise be a suitable candidate for transplantation.

II. Background?!

On July 29, 2005, CMS began a reconsideration of the national coverage determination (NCD) on pancreas
transplantation alone (PA) in patients with diabetes mellitus (diabetes) but without end-stage renal failure.

Types of Diabetes

The two main types of non-pregnancy-associated diabetes are type 1 diabetes and type 2 diabetes. Type 1
diabetes is an autoimmune disease, where the immune system attacks the insulin-producing beta cells in the
pancreas and destroys them. The pancreas then produces little or no insulin. A person who has type 1 diabetes
must take insulin daily to live. Type 1 diabetes accounts for about 5 to 10% of diagnosed diabetes in the United
States.

Beta cell destruction can begin years before symptoms of type 1 diabetes develop. Symptoms include increased
thirst and urination, constant hunger, weight loss, blurred vision, and extreme fatigue. If not diagnosed and
treated with insulin, a person with type 1 diabetes can lapse into a life-threatening diabetic coma, also known as
diabetic ketoacidosis.

Type 2 diabetes is the most common form of diabetes. About 90 to 95% of people with diabetes have type 2. This
form of diabetes is typically associated with older age, obesity, family history of diabetes, physical inactivity, and
ethnicity. The pancreas usually produces enough insulin but the body cannot use the insulin effectively, a
condition called insulin resistance. After several years, insulin production decreases with a resultant build up of
glucose in the blood.
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Impact of Diabetes!

In the U.S., an estimated 18.2 million people, 6.3% of the population has diabetes. Of those, 13 million have
been diagnosed, and about 5.2 million people have not yet been diagnosed. Each year, about 1.3 million people
aged 20 or older are diagnosed with diabetes.

Diabetes is widely recognized as one of the leading causes of death and disability in the United States. In 2000, it
was the sixth leading cause of death. However, diabetes is likely to be underreported as the underlying cause of
death on death certificates. About 65% of deaths among those with diabetes are attributed to heart disease and
stroke.

Diabetes is associated with long-term complications that affect almost every part of the body. The disease often
leads to blindness, heart and blood vessel disease, stroke, kidney failure, amputations, and nerve damage.

Patients with type 1 diabetes can also experience a number of other complications that can have a negative
impact on their ability to manage their diabetes and on their quality of life. Some patients with type 1 diabetes
experience what is commonly referred to as “brittle” or “labile” diabetes. While there is no specific definition
(Haine, 2002), patients with brittle diabetes have repeated, widely fluctuating blood glucose levels. Much of the
daily care for people with diabetes involves preventing blood glucose levels from going too low or too high. When
blood glucose levels drop too lowa condition known as hypoglycemiaa person can become nervous, shaky, and
confused. Judgment can be impaired, and if blood glucose falls too low, fainting can occur.

A person with type 1 diabetes can also become ill if blood glucose levels become too high, a condition called
hyperglycemia. If severe enough, hyperglycemia can lead to ketoacidosis, which is a life-threatening condition
where the body has extremely high levels of ketones in the blood due to a lack of insulin. A diabetic coma can be
the result. Treatment for ketoacidosis must be administered in a hospital.
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Patients with type 1 diabetes can develop hypoglycemia unawareness, a condition where the body does not
respond appropriately to an abnormally and perhaps life-threateningly low level of glucose in the blood. These
patients do not have symptoms of hypoglycemia and may need to arrange for 24 hour supervision by a friend or
family member due to the increased risk of unconsciousness.

Diabetes Management

Healthy eating, physical activity, and taking insulin are the basic treatments for type 1 diabetes. In addition to
healthy eating and physical activity, people with type 2 diabetes may require oral medication, insulin, or both to
control their blood glucose levels. Blood glucose levels must be closely monitored through frequent blood glucose
checking.

There are over 20 different types of insulin with varying characteristics in the United States. Patients are usually
started on two injections of insulin per day of two different types of insulin. The type of insulin used is dependent
on a patient’s blood glucose levels. Fine-tuning of the type and dosage of insulin is guided by frequent blood
glucose monitoring (ADA, 2005). Many patients with type 1 diabetes progress to three or four insulin injections
per day in what is called “intensive therapy” or “optimal management.” According to the American Association of
Clinical Endocrinologists (AACE), intensive therapy is a comprehensive program that includes the frequent (three
to four times per day) self-monitoring of blood glucose levels and a more complex and sophisticated insulin
regimen using either multiple insulin injections per day or the use of an insulin pump. Therapy is individualized to
the patient’s diabetes profile (AACE, 2002).

Patient self-management is the most important component for the proper long-term management of diabetes;
however, a diabetes management team is also important for the optimal, intensive care of the patient with type 1
diabetes. This team typically consists of an endocrinologist, a dietitian trained in diabetes education, a diabetes-
trained nurse, and perhaps a pharmacist, clinical psychologist, or exercise physiologist. The patient’s primary care
doctor may work in conjunction with the endocrinologist (AACE, 2002) but due to the complex nature of treating
a patient with an intensive insulin schedule, an endocrinologist usually leads the diabetes management team.

The goal of diabetes management is to keep blood glucose levels as close to the normal range as safely possible.
A major study, the Diabetes Control and Complications Trial (DCCT), sponsored by the National Institute of
Diabetes and Digestive and Kidney Diseases (NIDDK), showed that maintaining blood glucose levels close to
normal reduces the risk of developing major complications of type 1 diabetes.
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This 10-year study included 1,441 people with type 1 diabetes. The study compared the effect of two medical
treatment approaches, intensive management and standard management, on the development and progression
of eye, kidney, and nerve complications of diabetes. Intensive treatment aimed to keep hemoglobin A1C (HbA1C)
as close to normal (6%) as possible. Hemoglobin A1C reflects average blood glucose over a two to three month
period. Researchers found that study participants who maintained lower levels of blood glucose through intensive
management had significantly lower rates of these complications (DCCT, 1993). More recently, a follow-up study
of DCCT participants showed that the ability of intensive control to lower the complications of diabetes has
persisted eight years after the trial ended (DCCT, 2003).

Pancreas Transplantation

During the past 40 years, pancreas transplantation has been evolving as another treatment option for patients
with type 1 diabetes. In pancreas transplantation, a whole or a part of the pancreas is implanted. A pancreas
transplant is most commonly performed for patients with kidney disease who are to receive a kidney transplant
concurrently (i.e., a simultaneous pancreas-kidney transplant (SPK)) or who will receive the pancreas transplant
some time after receiving the kidney transplant (i.e., a pancreas-after-kidney transplant (PAK)). The vast
majority of SPK and PAK transplantations have been, and continue to be, performed in patients with type 1
diabetes (Larsen, 2004) because these are the patients most likely to suffer from the complications of insulin-
dependent diabetes (e.g., kidney failure, brittle diabetes, hypoglycemia unawareness).

A third type of pancreas transplant, commonly referred to as pancreas transplant alone (PA), is performed in
patients with type 1 diabetes who do not have kidney disease severe enough to warrant a kidney transplant as
well. Kidney function, as measured by creatinine clearance, is typically greater than 70 mL/min (Larsen, 2004).
These patients typically receive a PA because their diabetes is not well controlled with insulin-based treatment.
The most common indication for PA is frequent, severe hypoglycemia (Larsen, 2004). PA has also been suggested
for patients with type 1 diabetes who have repeated episodes of ketoacidosis or hypoglycemia unawareness.

The immediate risks of pancreas transplantation include organ rejection, technical (i.e., surgical) failure,
infection, and increased blood levels of insulin (dependent on the surgical technique used) while the immediate
benefits can include a return to normal blood glucose levels, and independence from insulin injections. Longer
term risks of pancreas transplantation consist of organ rejection, infection, kidney failure (due primarily to the
immunosuppressive drugs), and cancer. Long term benefits include a return of the body’s ability to detect and
counteract a low blood glucose level (Larsen, 2004).

III. History of Medicare Coverage
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CMS has determined that pancreas transplantation falls within the benefit category of inpatient hospital services.

On July 1, 1999, HCFA (now CMS) specified that pancreas transplants are only covered when performed
simultaneously with or after a Medicare covered kidney transplant. A non-coverage policy continued for patients
who have not experienced end stage renal failure secondary to diabetes.

In August 1999, HCFA (now CMS) removed the phrase “Medicare covered” from the policy.

Effective October 1, 2004, Medicare covers costs of transplantation of pancreatic islet cells, but only in the
context of an NIH-sponsored clinical trial.

NCD Manual section 260.3

Nationally Covered Indications:

CMS determines that whole organ pancreas transplantation will be nationally covered by Medicare only when
performed simultaneous with or after a kidney transplant. If the pancreas transplant occurs after the kidney
transplant, immunosuppressive therapy will begin with the date of discharge from the inpatient stay for the
pancreas transplant.

Nationally Non-covered Indications:
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CMS determines that the following procedures are not considered reasonable and necessary within the meaning
of section 1862(a)(1)(A) of the Social Security Act:

1. Pancreas transplantation for diabetic patients who have not experienced end-stage renal failure secondary
to diabetes.

2. Transplantation of partial pancreatic tissue or islet cells (except in the context of a clinical trial (see section
260.3.1 of the NCD Manual)).

On April 6, 2004, the NCD noncoverage was appealed to the Department Appeals Board (DAB) under 42 CFR
Section 426.510. On July 1, 2005, the DAB issued a ruling that the current record was not complete and
adequate to support the validity of the provision excluding Medicare coverage of all PA procedures. CMS
requested and received from the DAB a temporary stay of the proceedings in order to readdress the evidence
under an NCD process.

IV. Timeline of Recent Activities

On July 29, 2005, CMS opened an NCD to determine whether PA is reasonable and necessary.

On August 29, 2005, Initial public comments were posted to the tracking sheet available at:
http://www.cms.hhs.gov/mcd/viewpubliccomments.asp?nca_id=166.

On January 26, 2006, CMS released a proposed decision on PA. Final public comments were posted to the
tracking sheet and available at:
http://www.cms.hhs.gov/mcd/viewpubliccomments.asp?nca_id=166#0126200602262006.
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V. FDA Status

Not Applicable.

VI. General Methodological Principles

When making national coverage determinations, CMS evaluates relevant clinical evidence to determine whether
or not the evidence is of sufficient quality to support a finding that an item or service falling within a benefit
category is reasonable and necessary for the diagnosis or treatment of illness or injury or to improve the
functioning of a malformed body member. The critical appraisal of the evidence enables us to determine to what
degree we are confident that: 1) the specific assessment questions can be answered conclusively; and 2) the
intervention will improve health outcomes for patients. An improved health outcome is one of several
considerations in determining whether an item or service is reasonable and necessary.

A detailed account of the methodological principles of study design that the agency utilizes to assess the relevant
literature on a therapeutic or diagnostic item or service for specific conditions can be found in Appendix B. In
general, features of clinical studies that improve quality and decrease bias include the selection of a clinically
relevant cohort, the consistent use of a single good reference standard, and the blinding of readers of the index
test, and reference test results.

Public comment sometimes cites the published clinical evidence and gives CMS useful information. Public
comments that give information on unpublished evidence such as the results of individual practitioners or patients
are less rigorous and therefore less useful for making a coverage determination. CMS uses the initial public
comments to inform its proposed decision. CMS responds in detail to the public comments on a proposed decision
when issuing the final decision memorandum (see Appendix A).

VII. Evidence
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A. Introduction:

This decision memorandum focuses on the use of PA in patients with the life-threatening complications associated
with type 1 diabetes (brittle diabetes and hypoglycemia unawareness) while on optimal, intensive insulin therapy.
In addition, only the use of PA in patients with type 1 diabetes but without a history of kidney failure is
addressed. These patients do not need a kidney transplant and are not on immunosuppressive therapy. This is in
contrast to patients who receive a pancreas transplant as part of an SPK or PAK procedure. Without a kidney
transplant, patients with renal failure have a significantly higher mortality rate compared to the alternative,
kidney dialysis. These patients need a kidney transplant and therefore must receive immunosuppressive
treatment.

As discussed in Section VI above, CMS considers an item or service to be reasonable and necessary based on
evidence of improved health outcomes. The existing NCD does not provide a definitive rationale nor is there a
decision memorandum for the reasonable and necessary determination for SPK and PAK. Upon examination of the
case history, however, we believe that since kidney failure is associated with a higher mortality for patients who
remain on kidney dialysis, CMS’ past reasonable and necessary determination for SPK and PAK was based on
acceptable patient and graft survival rates and the fact that the patient already must be on immunosuppressive
treatment. CMS had reviewed published trial data, reports from the UNOS database, and a technology
assessment from the former Office of Technology Assessments. This evidence demonstrated that the mortality
rate of SPK and PAK was at least as good as for those patients not undergoing pancreas transplantation, and
definite improvements in quality of life outcomes (decrease in hypoglycemic episodes, insulin independence). At
that time, the mortality and graft survival rates of PA compared to SPK and PAK was markedly worse and this
increased risk led to CMS’ noncoverage of PA.

To expand coverage to PA, evidence is needed that demonstrates that the previously elevated risks for the
procedure have been resolved and that outcomes of PA in patients with type I diabetes without kidney failure are
better than the outcomes in similar patients with type I diabetes without kidney failure who do not undergo
pancreas transplantation.

A high quality of evidence is critical to determine the health outcome. The highest quality of clinical evidence
generally comes from prospective, controlled clinical trials. Hence, in this NCD, CMS gives preference to results
from controlled clinical trials that investigated morbidity and mortality in patients who were treated either with PA
or with continued insulin therapy. However, we also review other published evidence from observation studies as
well as the professional opinions found in position statements or in review articles. We also consider public
comments and evidence submitted for our review.
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One of the primary outcomes of interest for CMS is patient mortality. A definitive outcome such as patient
mortality allows for a confident generalization of the available evidence to the Medicare population. This is an
important consideration since most patients who receive PA are less than 65 years of age. Patient mortality also
permits the assessment of both benefit and risk in one measurement, where benefit is derived from the
avoidance of the complications of diabetes and risk results from the complications of the surgery and the need for
life-long immunosuppressant therapy.

Patient mortality can be due to a variety of clinical causes. A subset of patient mortality that is of particular
concern to CMS in this decision memorandum is operative mortality. Pancreas transplantation is a type of
abdominal surgery that carries a risk of operative complications and death. Patients with diabetes who continue
on insulin therapy are not exposed to this risk of operative mortality.

CMS also considered the morbidity associated with immunosuppression as an outcome. The life-long
administration of immunosuppressive drugs after transplantation is required to prevent the body from rejecting
the transplanted organ. Immunosuppressive drugs, however, can also have a negative impact on the patient and
the transplanted organ. The risk of infection is increased. Larsen, 2004 reports that infection is the second most
common cause of readmission to the hospital in the first months after transplantation as well as the most
common cause of readmission over the long term. The risk of cancer is also increased with life-long
immunosuppression. The most commonly reported cancers are post-transplant lymphoproliferative disease and
skin cancer (Larsen, 2004). Additional side effects associated with immunosuppression include a decline in kidney
function (a particular concern in a patient with diabetes), islet cell toxicity, inhibition of insulin secretion, insulin
resistance, osteoporosis, hypertension (Stratta, 1999), and dyslipidemia (Larsen, 2004). With the exception of
osteoporosis, all of these toxicities associated with immunosuppression can have a negative impact on the
patient’s cardiovascular health. This is critical since the most common cause of death in transplant patients is
vascular disease (Larsen, 2004).

Graft survival rate and quality of life (QoL) are two additional outcomes that have been reported in the clinical
literature. In this decision memorandum, graft survival rate was considered to be a secondary clinical outcome for
pancreas transplantation because a patient can survive (with reinstatement of insulin therapy) despite the demise
of the organ. This is in contrast to other types of organ transplantation, such as heart, where the demise of the
organ leads to the demise of the patient. However, we did review graft survival to determine if the previously low
graft survival rates associated with PA had improved.

A QoL assessment measures the physical and emotional/mental status of a patient. Relevant components of a
QoL assessment for patients with diabetes can include degree of independence from insulin self-injections,
freedom from frequent blood glucose monitoring, and frequency of hypoglycemia or hyperglycemia attacks. For
the most part, the assessment of QoL relies on the patient’s opinion and, hence, is a more subjective outcome
than mortality.
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B. Discussion of evidence reviewed

1. Questions

The development of an assessment in support of Medicare coverage decisions is based on the same general
question for almost all requests: “Is the evidence sufficient to conclude that the application of the technology
under study will improve health outcomes for Medicare patients?”

The formulation of specific questions for the assessment recognizes that the effect of an intervention can depend
substantially on how it is delivered, to whom it is applied, the alternatives with which it is being compared, and
the delivery setting. In order to appraise the health outcomes of PA in comparison with continued insulin therapy
and identify any relevant patient and facility selection criteria, CMS sought to address the following question:

Is the quality of evidence adequate to draw a conclusion that PA produces a health benefit compared to continued
optimal insulin therapy in patients with type 1 diabetes who are unresponsive to intensive medical management
as evidenced by recurring, severe hypoglycemic attacks or repeated episodes of ketoacidosis, or frequent
hypoglycemia unawareness?

2. External technology assessments

On September 21, 2005, the Cochrane database and the NICE database were searched using the terms
"pancreas transplantation," "pancreas," and "transplantation.” Additionally, on October 27, 2005 the Blue Cross
Blue Shield database was searched using the terms "pancreas transplantation," "pancreas," "transplantation,"
and "hypoglycemia." No technology assessments were found.
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3. Internal technology assessments

On September 12, 2005, CMS performed a Pub Med search of the literature using the following search terms:
pancreas and transplantation. The limitations used were: Human, English, Clinical Trial.

Summary of Evidence

As mentioned above, CMS looked for published evidence of controlled clinical trials comparing PA to patients who
were on optimal insulin therapy. No controlled clinical trials were found that met this criterion. Two scientific
articles were found, each presenting the findings from a retrospective, observational analysis of the United
Network for Organ Sharing (UNOS)/International Pancreas Transplant Registry (IPTR) database that examined
patient mortality in all three types of pancreas transplantation but also clearly and separately reported the results
for the PA subgroup.

The United Network for Organ Sharing (UNOS) is a non-profit, scientific and educational organization that
administers the nation's only Organ Procurement and Transplantation Network (OPTN), established by the U.S.
Congress in 1984. Through the OPTN, UNOS collects and manages data about every transplant event occurring in
the United States; facilitates the organ matching and placement process using UNOS-developed data technology
and the UNOS Organ Center; and brings together medical professionals, transplant recipients and donor families
to develop organ transplantation policy. UNOS was awarded the initial OPTN contract on September 30, 1986 and
is the only organization to ever manage the OPTN. Through the OPTN, UNOS manages the waiting lists for
transplants.

The IPTR is located at the University of Minnesota in Minneapolis. The IPTR maintains a database of all reported
pancreas transplants worldwide. In cooperation with over 200 centers, the pre-transplant and post-transplant
courses of nearly 24,000 patients who have received pancreas transplants are followed.
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The review of these two scientific articles is presented below and in the evidence table in Appendix B. Following
the review of the two scientific articles, ancillary evidence, some directly from published reports of the UNOS
database, is presented.

Scientific articles

Venstrom JM, et al. Survival after pancreas transplantation in patients with diabetes and preserved kidney
function. JAMA 2003,;,290(21):2817-23.

In Venstrom, 2003, the authors present the results of a retrospective, multicenter, observational study that
analyzed data collected into the UNOS/IPTR database from January 1, 1995 to December 31, 2000. The study
was stratified by type of pancreas transplantation (PA, PAK, SPK). Two cohorts were defined: patients on the
waiting list who eventually received a PA, and those on the waiting list who did not receive a PA. Patients were
excluded if they were on the waiting list for a multi-organ transplant other than SPK, had a serum creatinine
greater than 2 mg/dL at the time of listing, or were listed for a PA but eventually received a SPK.

Unadjusted waiting list and post-transplant patient survival rates were determined and a mortality risk was
calculated as the average risk for PA patients compared to patients on the waiting list for a comparable amount of
time. Mortality risk was assessed for three clinically distinct time periods in the transplant group: 0-90 days, 91-
365 days, and 366-1460 days.

A total of 11,572 patients were in the database, of which 6,595 received a pancreas transplant. Three hundred
and seventy-eight of the 6,595 received a PA. In the PA group, 40% were men and 10% were 50 years old or
older.

For the analysis of the PA subgroup, the transplant cohort contained 361 patients and the waiting list cohort
contained 311 patients. The discrepancy between the 378 patients who received PA and the 361 patients included
in the analysis was not explained. A comparison of the baseline characteristics for the transplant and waiting list
cohorts did not identify any statistically significant differences.

Printed on 4/12/2012. Page 14 of 33



The mortality risk was 2.27, 0.99, 1.70, and 1.57 for the 0-90 day, 91-365 day, 366-1460 day, and overall time
periods, respectively. None of these results were statistically significant. The patient survival rate at one year was
96.5% for the PA subgroup and 97.6% for the waiting list subgroup. At four years the survival rate was 85.2%
for the PA subgroup and 92.1% for the waiting list subgroup.

Gruessner RW, Sutherland DE, Gruessner AC. Mortality assessment for pancreas transplants.
Am J Transplant 2004,12:2018-26.

Gruessner, 2004 conducted a retrospective, multicenter, observational study that analyzed data collected into the
UNOS/IPTR database from January 1, 1995 to May 31, 2003. This was the same database used by Venstrom,
2003 but adds three more years of data. The study was stratified by type of pancreas transplantation (PA, PAK,
SPK). Two cohorts were defined: patients on the waiting list for a PA, and those who received a PA. Patients were
excluded if they were on the waiting list for a PA but eventually received a SPK, if they had a change in status
from SPK/PAK/PA to kidney transplant alone (KTA), or if they were to be retransplanted. Patients with multiple
listings at different transplant centers or who changed transplant center were counted only once. Patients re-
listed were also counted only once (and all wait times were summed).

Unadjusted waiting list and post-transplant patient survival rates were determined. A mortality hazard ratio, for
three clinically distinct time periods in the transplant group (0-90 days, 91-365 days, and greater than 365 days),
was calculated. A second analysis of the mortality hazard ratio was performed on the subset of the database from
January 1, 1995 to December 31, 2000 (to correspond with the Venstrom, 2003 analysis as shown above).

From 1995 to 2003, a total of 1207 patients were on the waiting list for PA, of which 647 received a pancreas
transplant. In the waiting list cohort, 42% were men, the mean age was 38.8 years, and 8.3% of these patients
were to receive a retransplant. A comparison of the baseline characteristics for the transplant and the waiting list
cohorts was not reported.

The hazard ratio based on the full database (i.e., from January 1, 1995 to May 31, 2003) was 4.25, 1.72, 0.15,
and 0.66 for the 0-90 day, 91-365 day, 366 on, and overall time periods, respectively. The ratios for 0-90 day
and the 366 on time periods were statistically significant.
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For the subset of the database that corresponded to the Venstrom, 2003 analysis (i.e., January 1, 1995 to
December 31, 2000), the hazard ratio was 6.40, 2.90, 0.29, and 1.45 for the 0-90 day, 91-365 day, 366 on, and
overall time periods, respectively. All of these results were statistically significant except for the overall time
period.

The patient survival rate at one year was 97% for the PA subgroup and 96.6% for the waiting list subgroup. At
four years the survival rate was 90.5% for the PA subgroup and 87.3% for the waiting list subgroup. These
results were for the full database (i.e., from January 1, 1995 to May 31, 2003). Results for the subset of the
database were not reported.

Summary of the Results

The following two tables present a summary of the patient survival and hazard ratio results of the Venstrom,
2003 and Gruessner, 2004 analyses. Of note, the patient survival rate from the Gruessner analysis was from
January 1, 1995 to May 31, 2003, while for the Venstrom analysis it was from January 1, 1995 to December 31,
2000.

Table 1: Summary of the patient survival rate

Patient survival PA (%) Waiting list (%)
At 1 year 96.5 - 97 96.6 - 97.6
At 4 year 85.2 -90.5 87.3-92.1

In table 1, the Venstrom and Gruessner analyses confirm each other for the one year patient survival results. The
one year survival rate is the same for the PA and waiting list groups.
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On its face, the four year results are also similar between the PA and waiting list groups. However, the Venstrom
analysis found a better survival rate for the waiting list group compared to the Gruessner analysis.

Table 2: Summary of the hazard ratio (January 1, 1995 - December 31, 2000)

Time period (days) Mortality Risk

0-90 2.27-6.40
91-365 0.99-2.90
366 on 0.29-1.70
Overall 1.45-1.57

In table 2, both analyses demonstrate a higher mortality during the first 90 days after transplantation compared
to the waiting list, although only in the Gruessner analysis was the hazard ratio statistically significant. For the 91
-365 day time period, the Gruessner analysis found a statistically significantly higher mortality risk in the
transplantation group while the hazard ratio in the Venstrom analysis was essentially 1. For the 366+ day time
period, the Gruessner analysis found a statistically significantly lower mortality in the transplantation group while
in the Venstrom analysis the trend (i.e., not statistically significant) was for a higher mortality in the
transplantation group. For the overall time period, both analyses show a trend for higher mortality in the
transplantation group.

Ancillary evidence

Additional evidence directly from published UNOS/IPTR reports demonstrate that the total number of pancreas
transplants in the U.S. as well as the number of each type of pancreas transplant has grown over the decades. As
shown in Table 3, the majority of transplants performed are SPK, with PAK transplants the second most common,
and PA transplants the least common.
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Table 3: Number of Procedures Performed per UNOS/IPTR Report Time Period

UNOS/IPTR Report Time Period Number of Procedures Performed
PA SPK PAK
186 2720 256

1987 - 1994 (Gruessner, 1994)

183 3257 455

1996 - mid 1999 (Gruessner, 1999)

453 3947 1149

2000 - 2004 (Gruessner, 2005)

Two commonly reported clinical outcomes used to measure the success of pancreas transplantation are patient
survival at one year and pancreas graft survival at one year. As shown in Table 4, the patient survival rate at one
year has been 90% or greater since 1987 regardless of type of transplant.

Table 4: One-Year Patient Survival Rate per UNOS/IPTR Report Time Period

UNOS/IPTR Report Time Period One-Year Patient Survival Rate (%)
PA SPK PAK
90 91 91

1987 - 1994 (Gruessner, 1994)

97 95 95

1996 - mid 1999 (Gruessner, 1999)

98 95 95
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UNOS/IPTR Report Time Period One-Year Patient Survival Rate (%)

2000 - 2004 (Gruessner, 2005)

Meanwhile, for the same time intervals, the early cases of primary pancreas transplantation were generally
associated with a lower graft survival rate at one year for PA and PAK compared to SPK. Graft survival is defined
as total freedom from insulin therapy, normal fasting blood glucose concentrations, and normal or only slightly
elevated HbA1C values (Robertson, 2000). Table 5 shows the one year graft survival rates.

Table 5: One-Year Graft Survival Rate per UNOS/IPTR Report Time Period

UNOS/IPTR Report Time Period One-Year Graft Survival Rate (%)
PA SPK PAK
48 76 47

1987 - 1994 (Gruessnher, 1994)

72 76 84

1996 - mid 1999 (Gruessner, 1999)

76 85 78

2000 - 2004 (Gruessner, 2005)

The large, initial discrepancy in graft survival rates between the transplant subgroups was primarily due to a
higher technical failure rate and a higher graft immunological rejection rate for PA and PAK. The lack of
concordance between the high patient survival rates for PA and PAK and the lower pancreas graft survival rates is
due to the relatively non-life-threatening nature of pancreatic deficiency compared to that of kidney failure. The
presence of kidney failure, which is not an issue for patients in the PA and PAK subgroups, is a recognized risk
factor for mortality (Larsen, 2004).
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Regardless of the discrepancy in graft survival rates between the types of transplant, the graft survival rate at
one year has generally improved over the decades. The main reasons offered for this improvement are
advancements in the immunosuppressive regimens (especially the introduction of sirolimus, tacrolimus, and
mycophenolate mofetil as maintenance immunosuppressants) and in the surgical techniques used, which have
resulted in a decrease in the rejection rate and in the technical failure rate, respectively (Sutherland, 1999).
Other reasons include improvements in the graft preservation techniques and in the management of post-
transplant complications (Larsen, 2004).

Some longer term data for the subgroups of pancreas transplantation are available for the patient survival and
graft survival outcomes. The patient survival rate at three years, while slightly lower per time period compared to
the one year data (primarily for SPK and PAK), shows a similar pattern of improvement after the 1987-1994 time
period as did the patient survival rate at one year.

Table 6: Three-Year Patient Survival Rate per UNOS/IPTR Report Time Period

UNOS/IPTR Report Time Period Three-Year Patient Survival Rate (%)
PA SPK PAK
84 84 81

1987 - 1994 (Gruessner, 1994)

97%* 90* 90*

1996 - mid 1999 (Gruessner, 1999)

95%* 90* 88*

2000 - 2004 (Gruessner, 2005)

* estimated by visual inspection of graph

The graft survival rate at three years has increased considerably for PA and PAK since 1987. For the 2000-2004
time period, the rate appears to be similar to that for SPK.

Table 7: Three-Year Graft Survival Rate per UNOS/IPTR Report Time Period
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UNOS/IPTR Report Time Period Three-Year Graft Survival Rate (%)

PA SPK PAK

29 68 31
1987 - 1994 (Gruessner, 1994)

50% 80* 70%*
1996 - mid 1999 (Gruessner, 1999)

80* 70%* 70%*

2000 - 2004 (Gruessner, 2005)

* estimated by visual inspection of graph

The mean age of the patient at the time of transplant has been increasing over the decades for each pancreas
transplantation subgroup. In the late 1980’s, the mean age was 34.8 +/- 6.7 years while in the early 2000’s the
mean was 41.1 +/- 8.3 years (Gruessner, 2005). The majority of patients who have received a pancreas
transplant to date are less than 65 years old. This is especially true for the PA subgroup, which tends to be the
youngest of the three subgroups (Gruessner, 2005). A search of the UNOS/IPTR database reveals that only 0.2%
of all pancreas transplantations performed from 1988 to 2005 have been in patients 65 years old or older.

Apart from the UNOS/IPTR reports, numerous studies have been performed and reported in the published

medical literature regarding the effect of pancreas transplantation on the acute clinical complications associated
with diabetes. A functioning pancreas transplant can eliminate hypoglycemia and hyperglycemia (Larsen, 2004).
Robertson, 2000 reports that the elimination of the need for exogenous insulin, frequent blood glucose
monitoring, and dietary restrictions has been associated with an improvement in the QoL. These QoL studies were
conducted in patients who received an SPK; data on PA patients are not available.

In Robertson, 2000 the authors noted that successful pancreas transplantation has been shown in clinical studies
to lead to normoglycemia and to improvement in HbA1C values and counter-regulatory responses to
hypoglycemia for as long as up to five years post-transplantation. Combined with the results of the DCCT trial
showing a beneficial effect of normoglycemia on the chronic complications of diabetes, the authors referred to an
existing hypothesis that the ability of pancreas transplantation to produce normoglycemia may have the same
beneficial effect on the chronic complications of diabetes. The authors also noted that no randomized clinical trials
of transplantation versus intensive insulin-based management have been conducted to test the hypothesis.
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No studies were found that explore how best to select patients with type 1 diabetes for PA.

4. MCAC

Not applicable.

5. Guidelines

The National Guideline Clearinghouse website was searched on September 21, 2005. Only one citation, the 2004
American Diabetes Association (ADA) guideline that is summarized in the next section of this decision
memorandum, was identified.

CMS also reviewed pancreas transplant alone clinical criteria developed by other payers such as Aetna, Blue
Cross/Blue Shield of North Carolina, and Highmark. Clinical criteria for Aetna include a history of extremely labile
(brittle) insulin-dependent diabetes mellitus; recurrent, acute and severe metabolic and potentially life-
threatening complications (hypoglycemia; or hyperglycemia; or ketoacidosis; or hypoglycemic unawareness)
requiring medical attention, as documented by chart notes, frequent emergency room visits and/or
hospitalizations (Aetna, 2004). Clinical criteria for Blue Cross/Blue Shield of North Carolina include documentation
of severely disabling and potentially life-threatening complications due to hypoglycemia unawareness and labile
diabetes that persists in spite of optimal medical management (Blue Cross/Blue Shield of North Carolina, 2004).
Clinical criteria for Highmark include non-uremic insulin-dependent diabetics with severely disabling and
potentially life-threatening complications due to hypoglycemia unawareness and liable diabetes persisting despite
optimal medical management (Highmark, 2004).

6. Professional Society Position Statements
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The ADA published a position statement in 2004 that established three patient selection criteria. According to the
ADA, PA should be considered for patients with only type 1 diabetes who do not have kidney failure but who do
have:

* A history of frequent, acute, and severe metabolic complications (hypoglycemia, hyperglycemia,
ketoacidosis) requiring medical attention;

* (Clinical and emotional problems with exogenous insulin therapy that are so severe as to be incapacitating;
and

* Consistent failure of insulin-based management to prevent acute complications.

The ADA also noted that pancreas transplantation should only be performed in tertiary care facilities that have an
active kidney transplant program because only such programs are adequately prepared to address the complex
long-term medical and psychosocial needs of transplant patients. Accordingly, the ADA states that “program
guidelines for ensuring an objective multi-disciplinary evaluation of the patient’s condition and eligibility for
transplantation should be established and followed.”

The ADA’s position on PA was based on a technical review of pancreas transplantation that was peer-reviewed,
modified, and approved by the ADA Professional Practice Committee in 1999 and published in 2000 (Robertson,
2000). This review reported the history, surgical techniques, clinical results, and risk-benefit relationship of the
various types of pancreas transplantation (i.e., PA, SPK, and PAK) in patients with type 1 diabetes. The report did
not state the methodology used to search the literature or to select citations for inclusion in the review. The
review did not provide evidence on the benefits of PA in patients with type 1 diabetes compared to patients with
type 1 diabetes managed with optimal, intensive insulin therapy. Hence, this review provides more of an
overview and expert consensus about the current status of pancreas transplantation rather than an evidence-
based assessment of the procedure.

An online search performed on September 21, 2005 for a position statement on pancreas transplantation from
the American Society of Transplantation or from the American Association of Clinical Endocrinologists was
unsuccessful.

7. Comments
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During the initial 30-day comment period, CMS received thirty comments with one on behalf of a professional
society. All commenters were in favor of coverage for PA. Those comments are available entirely at:
http://www.cms.hhs.gov/mcd/viewpubliccomments.asp?nca_id=166.

Comments on the Proposed Decision Memorandum

CMS received nineteen public comments about the proposed decision memorandum on pancreas transplantation,
including sixteen from the general public and three on behalf of professional organizations. Comments are
available entirely at http://www.cms.hhs.gov/mcd/viewpubliccomments.asp?nca_id=166#0126200602262006.
The comments are presented in two main groups, cited evidence and comments without evidence.

1. Comments with Evidence

CMS received a comment from the American Diabetes Association (ADA), that pancreas transplants can
significantly improve the quality of life for people with type 1 diabetes by eliminating the need for insulin therapy,
frequent blood glucose testing, and dietary restrictions. They also mention that pancreas transplants can
eliminate acute, life-threatening hypoglycemic and hyperglycemic episodes in diabetes patients, as well as
prevent long-term diabetes complications from worsening.

The commenter says that a PA is reasonable, effective, and often a necessary course of treatment. The ADA also
cites Diabetes Care 23: 112-116, stating that while PA has a lower success rate than SPK or PAK, this may simply
be a result of the greater difficulty in detecting pancreas rejection as compared to kidney rejection. Since anti-
rejection therapy is risky in that it suppresses the patient’s immune system, doctors often wait until organ
rejection becomes evident before increasing immunosuppressant therapy to more aggressive levels. The
commenter says that with PA patients, there is an increased risk that pancreas rejection will go undetected until
much later than with SPK and PAK.
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The ADA says that even given the somewhat lower success rate of PA, this is not reason enough to designate it
too risky to perform in all cases. For some patients with diabetes, the potential benefits of PA far outweigh the
risks. The ADA continues to support its position statement of the three criteria to determine PA candidacy that
were incorporated in CMS’ proposed decision memorandum. The ADA agrees with CMS’ criteria for coverage of PA
and believes that these are reasonable limitations on PA that will allow the patients who need it most to receive
the care needed to improve their quality of life.

CMS received a comment on behalf of a university in which the commenter supports CMS’ proposal for PA. They
cited the IPTR data analysis and state that it shows that PA is a valid treatment for brittle Type 1 diabetes.

CMS received a comment on behalf of the United Network for Organ Sharing (UNOS). The commenter states that
the organization is very much in support of CMS’ proposed decision to cover PA, in addition to PAK and SPK. The
comment echoed a previous comment submitted during the initial comment period and supports PA as an
accepted evidence-based medical treatment for treating type 1 diabetes.

The commenter suggests that comprehensive reimbursement strategies promote access to safe, appropriate
medical therapies. They also may help facilitate pancreas recovery efforts overall, increasing use of a presently
under-utilized resource, and proving relief for candidates in need of pancreas transplantation. We are grateful for
the public comments in support of our proposed decision that would expand coverage for PA.

2. Comments without Evidence

General public commenters mostly included patients who received a pancreas transplant and their family
members. The commenters suggested that patient health outcomes and quality of life have significantly improved
after receiving the transplant. All these commenters are generally in favor of Medicare coverage for pancreas
transplants, but they typically did not specify whether they agreed with the proposed criteria for coverage of
Pancreas Transplant Alone.

We are grateful for the public comments in support of our proposed decision that would expand coverage for PA.
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VIII. CMS Analysis

National coverage determinations (NCDs) are determinations by the Secretary with respect to whether or not a
particular item or service is covered nationally under title XVIII of the Social Security Act § 1869(f)(1)(B). In
order to be covered by Medicare, an item or service must fall within one or more benefit categories contained
within Part A or Part B, and must not be otherwise excluded from coverage. Moreover, with limited exceptions,
the expenses incurred for items or services must be “reasonable and necessary for the diagnosis or treatment of
illness or injury or to improve the functioning of a malformed body member.” § 1862(a)(1)(A).

The Venstrom, 2003 analysis demonstrated that, compared to patients who continued to receive insulin therapy,

PA is associated with a trend toward a higher hazard ratio2 during both the initial 90-day post-operative period
and overall. The Gruessner, 2004 analyses demonstrated a higher hazard ratio for mortality early on but a lower
ratio after one year. The presumption in each study is that the patients who were on the waiting list, and those
who ultimately received a PA, were unresponsive to insulin therapy. The main difference between the two studies
occurred during the longer term where the Gruessner results showed a better hazard ratio for patients who
received a PA. Each study demonstrated a high patient survival rate (greater than 95%) at one year for both the
patients who received a PA and for those who continued to receive insulin therapy. Similarly, in each study the
survival rate slipped after four years but was greater than or equal to 85% for both groups of patients. These
patient survival results correspond well with the patient survival rate at one year for PA (98%) reported in the
2005 UNOS report but are a bit lower for the patient survival rate at three years (about 95%).

The Venstrom and Gruessner analyses were the only two studies found in the literature by CMS that compared
the outcome of patients who received a PA with that of patients who were presumably clinically similar but who
did not receive the procedure and therefore remained on insulin. However, neither study was a prospectively
controlled and conducted clinical trial. The retrospective and observational nature of these analyses increased the
potential for confounding and bias, which may have negatively influenced the results. For instance, it is not
possible to determine from a patient’s status on the OPTN transplant waiting list if they have been optimally
managed with insulin. However, in spite of those limitations, the study did suggest that the patients undergoing
PA have a long term survival at least as good as those who did not undergo PA.

In Gruessner, 2004, the authors stated that the Venstrom, 2003 analysis suffered from errors in the UNOS/IPTR
database due to multiple listings and the uncertainty as to the status of the patient’s kidney function. Gruessner,
2004 attempted to control for these errors. Despite the attempt to clean the database, the hazard ratios were
similar for each time period, with the exception of the long term hazard ratio. This is perhaps not surprising since
each study analyzed essentially the same database. Each study also failed to note the degree of loss-to-follow-
up.
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For CMS, there were some additional weaknesses in the evidence presented by both analyses. One weakness
concerns the uncertainty surrounding the medical history and indication for placement on the waiting list, and
eventual transplantation. This decision memorandum focuses on patients who suffer from recurrent, severe,
disabling, and acutely life-threatening metabolic complications of type 1 diabetes that require hospitalization.
These complications include hypoglycemia unawareness and ketoacidosis. The authors did not delineate the
clinical reason why each patient was on the transplantation waiting list. Additionally, there is no information as to
why some patients on the waiting list were selected for a transplant and others were not. Significant medical
conditions could have existed in either group that would markedly affect the outcomes.

The duration of analysis for each study, and for the UNOS/IPTR reports, concerns CMS. The evidence clearly
shows the short term impact of PA. The patient survival is good and comparable in the short-to-mid term for both
the transplantation procedure and for continued insulin therapy. The continued improvement in the technical
failure rate and in the immunological rejection rate support the good short-to-mid term patient survival rates
seen in the Venstrom, 2003 and Gruessner, 2004 analyses; however, the surgery related mortality rate is not
zero as demonstrated by both the Venstrom, 2003 and the Gruessner, 2004 analyses. There will always be some
degree of morbidity and mortality associated with the surgical procedure and the subsequent life-long
immunosuppressive treatment. The UNOS/IPTR database cannot shed light on the impact of PA on the longer
term, diabetes-related complications.

A major CMS concern is the ability to generalize the evidence presented in the Venstrom, 2003 and Gruessner,
2004 analyses to the Medicare population age 65 and older. The mean age of the patients in the database
analyzed was significantly less than 65 years. In fact, although the mean age has been increasing over the
decades, PA is still typically performed in patients younger than 65 years. A review of the UNOS/IPTR database
for PA shows only nine transplants have been performed on patients 65 years old or older since 1988. There has
been a modest increase in the percentage of patients in the 50-64 age group undergoing PA. Since, by definition,
PA is performed in a patient population that does not have kidney failure, a patient with type 1 diabetes but
without kidney failure who is otherwise not disabled is unlikely to be a Medicare beneficiary. Hence, the majority
of the evidence was not from the largest Medicare beneficiary group. Accordingly, CMS expects that it will
continue to be rare for patients 65 years of age and older to be clinically eligible for a PA.

In spite of these limitations of the available evidence, the UNOS/IPTR database studies do demonstrate that the
high mortality and graft failure rates that were of a concern to CMS, and which led to the previous noncoverage
of PA, appear to have been ameliorated. Mortality and graft survival rates are consistent among the three
procedures. In addition, though the quality of evidence is not high, Venstrom 2003 and Gruessner 2004 have
demonstrated that mortality from PA has improved to the point that long term survival is comparable to that for
patients with type I diabetes on the PA waiting list that did not get a transplant. We believe these data are
sufficient to assuage our concerns about the increased risks of the PA procedure as addressed in our previous
NCD.
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However, the lack of risk does not necessarily imply the need for coverage without a demonstrated benefit. Trial
data do not exist on the benefits of PA in patients with type I diabetes compared to those with optimal insulin
therapy. Data do exist for patients undergoing SPK or PAK that demonstrate significant improvements in QoL to
include insulin independence and resolution of severe hypoglycemic and hyperglycemic episodes. We would not
expect those results to differ in PA patients and thus believe the SPK/PAK QoL data can be generalized to the PA
population.

In conclusion, we believe that in limited circumstances the evidence is adequate to draw a conclusion that PA
produces a health benefit compared to continued optimal insulin therapy in patients with type 1 diabetes who are
unresponsive to intensive medical management as evidenced by recurring, severe hypoglycemic attacks or
repeated episodes of ketoacidosis, or frequent hypoglycemia unawareness. Those limited circumstances include
both patient and facility limitations. All current data have been collected from facilities approved by Medicare for
combined kidney and pancreas transplantation. We will continue that requirement.

As discussed in Section VII.B.5., we have reviewed the eligibility criteria established by the American Diabetic
Association and several health plans. These criteria are extremely limiting and we believe appropriately identify
patients for PA. We will use the criteria consistent among the various guidelines which also match the UNOS
waiting list criteria: Patients with type 1 diabetes must have a history of brittle insulin-dependent diabetes
mellitus with documented recurrent, severe, acutely life-threatening metabolic complications that require
hospitalization. This is limited to patients with frequent hypoglycemic unawareness or recurring severe
ketoacidosis, or recurring severe hypoglycemia.

Three of the four guidelines we reviewed also required that patients fail at optimal medical management. We
believe this to be a crucial eligibility factor. Though risks of the procedure have improved, significant risks
remain. Thus, we will require prior to eligibility for PA that patients have a diagnosis of type 1 diabetes and

undergo optimal, intensive medical management by an endocrinologist3 for at least twelve months with the most
advanced insulin formulations and improved delivery systems. These insulin formulations have become standard
over the last 2-3 years and may better manage the patient with type I diabetes. It is unknown if patients
managed with these insulins would have different results when compared to patients undergoing PA transplants.
Twelve months or longer of optimal medical management was selected to allow for an adequate period of
monitoring of the benefit of the selected insulin regimen using HbA1C.

CMS requires an accurate diagnosis of type I diabetes as determined by a positive beta cell autoantibody test or,
lacking that, an accurate diagnosis of insulinopenia by meeting a C-peptide testing requirement, which for those
without renal insufficiency is defined as a fasting C-peptide level that is less than or equal to 110 percent of the
lower limit of normal of the laboratory’s measurement method. Fasting C-peptide levels will only be considered

valid with a concurrently obtained fasting glucose<225 mg/dL.4
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In addition to these diabetes-specific criteria for pancreas transplantation, a patient must meet the physical and
psychological (emotional and mental) eligibility criteria that UNOS and transplant programs have established.
Patients should be otherwise eligible for transplantation. Patients also should be emotionally and mentally able to
make an informed decision about surgery and to properly manage their health care after the transplantation.

The ability of pancreas transplantation to halt or reverse the long term complications of diabetes is unknown and
continues to be debated within the professional community. Similarly, data are not available to determine
whether performing pancreas transplantation earlier in the course of disease would prevent complications
(Robertson, 2000). Whether or to what extent pancreas transplantation alters the course of autonomic
neuropathy is still controversial (Larsen, 2004). The clinical improvement of autonomic neuropathy is known to be
variable from patient to patients (Larsen, 2004), hence the magnitude of improvement may be a function of time
after resumption of normoglycemia. There is some preliminary evidence that a functioning pancreas graft can
improve the ability of a patient with autonomic neuropathy to recognize the symptoms of hypoglycemia and to
respond appropriately (Kendall, 1997). A controlled clinical trial that focuses on this outcome needs to be
conducted to confirm these preliminary results. We encourage and expect those trials to be done. We will be
monitoring evidence development through trials, claims data and the UNOS database to determine the need for
future modification of this policy.

IX. Decision

The Centers for Medicare and Medicaid Services (CMS) has determined that the evidence is adequate to conclude
that pancreas transplantation alone (PA) is reasonable and necessary for Medicare beneficiaries in the following
limited circumstances:

2. PA will be limited to those facilities that are Medicare-approved for kidney transplantation (Approved
centers can be found at: http://www.cms.hhs.gov/ESRDGenerallnformation/02_Data.asp#;

3. Patients must have a diagnosis of type I diabetes:
o

© The patient with diabetes must be beta cell autoantibody positive, or

o The patient must demonstrate insulinopenia defined as a fasting C-peptide level that is less than or
equal to 110% of the lower limit of normal of the laboratory's measurement method. Fasting C-
peptide levels will only be considered valid with a concurrently obtained fasting glucose<225
mg/dL;

4, Patients must have a history of medically-uncontrollable labile (brittle) insulin-dependent diabetes mellitus
with documented recurrent, severe, acutely life-threatening metabolic complications that require
hospitalization. Aforementioned complications include frequent hypoglycemia unawareness or recurring
severe ketoacidosis, or recurring severe hypoglycemic attacks;

5. Patients must have been optimally and intensively managed by an endocrinologist for at least 12 months
with the most medically-recognized advanced insulin formulations and delivery systems;

6. Patients must have the emotional and mental capacity to understand the significant risks associated with
surgery and to effectively manage the lifelong need for immunosuppression;

7. Patients must otherwise be a suitable candidate for transplantation.
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Appendices [PDF, 103KB]

1 Portions of the Background section are taken from the National Diabetes Information Clearinghouse, National
Institute of Diabetes and Digestive and Kidney Diseases, National Institutes of Health,
http://diabetes.niddk.nih.gov/dm/pubs/overview/#managed. Accessed October 14, 2005.

2 Fletcher, Robert H. Clinical epidemiology: the essentials/Robert H. Fletcher, Suzanne W. Fletcher, Edward H.
Wagner. 34 ed. 1996 Williams & Wilkins, Baltimore, MD.

3 The care of a patient with type 1 diabetes who is receiving intensive medical management, especially if the
patient suffers from brittle diabetes or hypoglycemia unawareness, is more complex. Hence, intensive medical
management is best administered by a team of health care professionals that includes a physician who is a
diabetes expert due to extensive diabetes-focused training and experience.

4 See our previous NCD on insulin pumps (Pub 100-3, Section 280.14) for information about the diagnosis of type
I diabetes and delivery systems (insulin pumps).
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